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LOMOTIL 


Lomotil (Searle), an oral mixture of diphenoxylate hydrochloride (a synthetic 
narcotic) and atropine sulfate, is offered for the relief of acute and chronic diar- 
rhea, with the claim that diphenoxylate is less addicting than morphine. The atro- 
pine (0.025 mg. or 1/2400 gr. in each 2.5-mg. tablet) is intended to discourage 
deliberate overdosage with the narcotic agent or its improper use by addicts. 


ADDICTION AND EFFECTIVENESS - Studies at t’ie Addiction Research Cen- 
ter of the U.S. Public Health Service Hospital by H. F. Fraser and H. Isbell 
(Bulletin on Narcotics, 13:29, 1961) indicate that diphenoxylate's addiction lia- 
bility is in fact less than that of morphine, and probably less even than that of 
codeine. The mixture is classed as an exempt narcotic in the United States. 








As for the effects of Lomotil on intestinal action, in trials with narcotic ad- 
dicts with normal bowel function Drs. Fraser and Isbell found that large single 
doses averaging 42 mg. reduced the frequency of stools by about half. In a single- 
blind trial, G. Van Derstappen, et al. (Gastroenterology, 39: 725, 1960) found 
that the drug was effective against diarrhea in eight of ten ileostomy patients. 
Drowsiness, dry mouth, nausea and epigastric pain occurred in four patients. 





IRRITABLE BOWEL - Lomotil is recommended for the diarrhea associated 
with the irritable bowel syndrome, but its usefulness in this condition is diffi- 
cult to judge since spontaneous remissions are frequent; in any event, it is rare- 
ly necessary to use more than an anticholinergic drug to supplement a smooth 
diet and other traditional measures. While Lomotil was considered generally 
effective in an uncontrolled trial mainly in patients with functional bowel syn- 
dromes (B. Weingarten, et al., Am. J. Gastroenter., 35:628, 1961), eight pa- 
tiexts with ulcerative colitis failed to respond. |For the relief of the chronic di- 
ae associated with regional ileitis, Dr. B. B. Crohn (JAMA, 166: 1479, 1958) 
re‘ommended a combination of belladonna and opiates. "This mixture may be 
taken over long periods of time; addicts are rarely made in this manner."'] 











ACUTE DIARRHEA - Since the rapidity of action of Lomotil is not clear 
from present evidence, its usefulness in acute diarrhea is not established. Fur- 
thermore, whether the diarrhea is caused by bacterial, viral, protozoal or other 
agents, fluid therapy to restore deficits of body water and electrolytes and to 
meet minimal metabolic requirements is at least as important as antidiarrheal 
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drugs (in infancy and old age fluid therapy is even more important). Sympto- 
matic relief of severe acute diarrhea and colic can usually be achieved with 
tincture of opium or paregoric without risk of addiction. 


If the effectiveness of Lomotil in giving symptomatic relief of severe chronic 
diarrhea is established by carefully controlled trials, and if the addiction record 
continues to be favorable, Lomotil will be a useful alternative to opiates. The 
recommended dose of Lomotil is 15 to 20 mg. a day, in three or four divided 
doses. The cost is about $8 for a hundred 2.5-mg. tablets (64¢ for 20 mg.). 


GLUCAGON 





Glucagon, a hormone secreted by the pancreas, increases blood sugar at 
the expense of liver glycogen by activating phosphorylase in the liver. The level 
of glucagon in the blood rises sharply when blood glucose falls, suggesting that 
the hormone is an important regulator of blood sugar. Eli Lilly recently mar- 
keted glucagon for the treatment of insulin shock in diabetics and for use in ter- 
minating therapeutic insulin coma in psychotic patients; the company deserves 
much credit for its scientific contribution in purifying and studying this hormone. 


The recommended dosage for adults is 0.5 to 1.0 mg. by the intramuscular, 
subcutaneous or intravenous route, repeated in 20 minutes if necessary. Intra- 
venous glucose must be given if the patient does not wake. If he does wake, car- 
bohydrates should be given orally to restore liver glycogen and prevent recur- 
rence of hypoglycemia. Glucagon is used for hypoglycemic reactions in diabetes 
only when coma or the patient's negativism prevents oral administration of carbo- 
hydrate. When medical aid is not immediately available, glucagon can sometimes 
be given subcutaneously or intramuscularly by the diabetic patient's family. If 
the patient responds, carbohydrates can then be given orally and the need for in- 
travenous administration of glucose is avoided. 


Occasional nausea and vomiting and one case of severe hypotensive reaction 


to rapid intravenous injection of a large dose of glucagon (4.7 mg.) have been re- 
ported. A l-mg. ampule of glucagon costs the physician about $1.50. 


LOCAL ANESTHETICS 





Greater safety, more rapid onset, and longer duration of action are among 
the key claims repeatedly found in advertisements for local anesthetics, usually 
with special emphasis on safety. All local anesthetics are capable of causing 
such reactions as central-nervous-system depression sometimes preceded by 
excitation, and cardiovascular depression. Direct neurotoxic effects may also 
occurs Some patients become very drowsy during nerve block with Xylocaine, 
Carbocaine, or any other of the commonly used agents. Dangerously severe re- 
actions are, however, rare. 


TOXICITY - Neither clinical nor animal studies provide reliable evidence 
on comparative toxicity; even different animal studies of the same agent some- 
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times give contradictory results, and, depending on which study is cited, almost 
any agent can be shown to have a superior effectiveness-to-toxicity ratio. The 
evidence now available does not point to any one of the commonly used agents as 
being outstandingly safe. Toxic reactions apparently result primarily not from 
any special property of the different agents but rather from excessively high blood 
levels following overdosage, accidental intravascular injection, injection into 
highly vascular tissue, or rapid absorption from inflamed mucous membranes. 


Individual responses to local anesthetics vary, just as they do to other drugs. 
Some patients show skin hypersensitivity to certain local anesthetics and may re- 
spond with ‘'delayed-type" reactions to repeated topical application. While ‘ana- 
phylactic shock" following the use of local anesthetics has been reported, toxicity 
rather than sensitivity was probably responsible for the reaction. Nevertheless, 
when a patient gives a history of "sensitivity" to a local anesthetic it is prudent 
to switch to one with a different chemical base. 


Severe reactions, while rare, may occur even with relatively small doses, 
and those who administer local anesthetics should be prepared to deal with such 
reactions. Claims of outstanding safety for new preparations must always be dis- 
counted; the full range and the severity of toxic reactions to new agents become 
evident only after years of experience. 


USE OF VASOPRESSORS - Epinephrine or some other vasopressor is often 
combined with injectable local anesthetic drugs to slow absorption; toxicity is thus 
decreased and at the same time anesthesia is prolonged, usually by 50 to 100 per 
cent. Most anesthesiologists prefer concentrations ranging from 1: 200,000 to 
1:500, 000 of epinephrine to anesthetic solution (generally 1: 200,000). Concen- 
trations higher than 1: 200, 000 increase the incidence of adverse reactions but 
do not further prolong anesthesia. Where large amounts of the higher concen- 
trations are used, reactions to epinephrine are more frequent than reactions to 
the anesthetics. The addition of a vasopressor is contraindicated where it may 
compromise circulation, as in the hand, foot, penis, nose, or ears. Vasopres- 
sors should be used with caution in elderly patients and in those with hyperthy- 
roidism, severe hypertension, and coronary artery disease. 





Space does not permit a complete listing of local anesthetic preparations. 
Of the eleven agents included in the table (p. 64), six, as indicated, are prepared 
with vasoconstrictors. Cocaine is used only topically; it should never be com- 
bined with epinephrine since it is itself vasoconstricting. Poor penetration makes 
procaine unsuitable for topical use. Because procaine and tetracaine are known 
to have no significant neurotoxicity when used correctly for spinal anesthesia 
(and because the neurotoxicity in man is not adequately known for other local an- 
esthetics), the only agents Medical Letter consultants recommend for spinal use 
are procaine and tetracaine. 








TOPICAL EFFECTIVENESS - Most local anesthetics are effective topically 
when applied to the ocular, oral, nasal, respiratory, rectal, gastrointestinal, 
and genitourinary mucosa, and to broken or ulcerated skin, but they will not pen- 
etrate the intact skin. Where the skin is unbroken, no local anesthetic will re- 
lieve itching or pain in first- or second-degree burns, bruises, or hives. 
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The choice of a local anesthetic for nerve block in surgery or dentistry de- 
pends mainly on the duration of action required. Procaine, the standard anes- 
thetic agent for many decades, with a duration of approximately 40 to 50 minutes 
(longer with added vasopressor), is still widely used in medicine, but in dentistry 
it has been largely replaced by the newer agents. One of the newest of the local a 
anesthetics, Carbocaine, is longer-acting than procaine, with Xylocaine inter- 
mediate between procaine and Carbocaine. Where maximum duration is desired, Vol. 3: 
and rapid onset is not important, Nupercaine can be used. Blockain, Cyclaine 
and Pontocaine appear to produce anesthesia somewhat faster than most other 
agents. Except with Nupercaine, however, rapidity of onset may depend more 
on the technique of the operator than on the preparation. On the basis of present 
evidence, a precise grading of the different agents for uniformity, speed of onset, 
depth of anesthesia, duration, and neurotoxicity is not possible. in 
an 
CONCENTRATION - Rapidity of onset, depth of anesthesia and duration of by 
action of any local anesthetic are in general increased by the use of larger vol- tir 
umes or higher concentrations of the anesthetic agent, but neither concentration 
nor volume should exceed the required minimum; for prolonging anesthesia it is 
safer to depend on added vasoconstrictor. The table lists the more frequently ve 
used local anesthetics, together with the recommended concentrations for nerve se 
block in normal adults (other concentrations may be advisable for topical or spinal ul 
use or for infiltration). The type and concentration of vasopressor commercially nz 
supplied with the recommended concentration of anesthetic are also given. lil 
tir 
Procaine to 
Novocain (Winthrop) 2%; no vasopressor 
Novocain Suprarenin (Winthrop) 2%; epinephrine 1:50,000 or 1: 100, 000 
Lidocaine pc 
Xylocaine (Astra) 2%; plain or with epinephrine 1: 200, 000 BU 
Mepivacaine bu 
Carbocaine (Winthrop) 1%; plain Bi 
Carbocaine with Neo-Cobefrin 2%; levo-nordefrin 1:20, 000 C: 
Dibucaine ti 
Nupercaine (Ciba) 0.1%; no vasopressor fe 
Tetracaine th 
Pontocaine (Winthrop) 0.1%; no vasopressor ar 
Piperocaine ul 
Metycaine (Lilly) 1.5%; no vasopressor 
Chloroprocaine 
Nesacaine (Maltbie) 2%; plain or with epinephrine 1: 100, 000 O: 
Propoxycaine wr 
Blockain (Breon) 0.5%; no vasopressor a: 
Ravocaine (Winthrop) 0.5%; no vasopressor le 
Metabutethamine (for dental use only) ai 
Unacaine (Novocol) 3. 8%; epinephrine 1:60, 000 tz 
Metabutoxycaine (for dental use only) e: 
Primacaine (Novocol) 1.5%; epinephrine 1:60, 000 1; 
Hexylcaine 
Cyclaine (Merck) 1%; no vasopressor — 
MD. 
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